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DETAILED ACTION 

1 . A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.1 14. Applicant's submission filed on 19 May 
2006 has been entered. 

2. Claims 7-8, 1 0, 1 5, 1 9-27, 29-61 and 63-66 are cancelled. 

3. Claims 1 -6, 9,11-14,1 6-1 8, 28, 62 and 67-69 are pending and under 
examination. 

3. The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Response to Arguments 

4. The rejection of claims 1-6, 9, 11-14, 16-18, 28, 62 and 67-69 under 35 U.S.C 
103(a) as being unpatentable over Rockwell et al (Molecular and Cellular Differentiation. 
3(4): 315-335, 1995, Ids filed 6/18/2003) in view of Ciardiello et al (Clinical Cancer 
Research, 6:3739-3747, September 2000, cited previously on PTO-892 mailed 3/30/05) 
and Siemeister et al (Cancer and Metastasis Reviews 17: 241-248, 1998, cited 
previously on PTO-892 mailed 12/22/03) and Thorpe et al (US Patent 6,342,219 B1, 
4/28/1999, IDS filed 2/9/04) is maintained. 
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The response filed 5/19/2006 argues that one skilled in the art would not be 
motivated to substitute the VEGF antisense described by Ciardiello with a VEGFR 
antibody as described by Rockwell for the following reasons. First, Ciardiello describes 
preventing and eliminating VEGF entirely using a VEGF antisense oligonucleotide, 
whereas Rockwell describes inhibiting VEGF further downstream, i.e., inhibiting the 
interaction between VEGF and VEGF receptors to inhibit angiogenesis, referencing Fig. 
4. Applicant states that VEGF mediates its regulatory response on endothelial cells 
through two high affinity PRK receptors/mouse flk-1 and its human homolog KDR/flk-1 
and a second receptor, flt-1 (see pg. 321). Thus, applicant concludes that one skilled in 
the art would not be motivated to use VEGFR antibodies instead of VEGF antisense 
because antibodies to both flk-1 and flt-1 may be required to get the same results as 
with VEGF antisense. This has been fully considered, but is not found persuasive. As 
stated in the rejection, Rockwell teaches that DC101 (anti-VEGFR antibody) cross- 
reacts with both human VEGFR receptor forms, flt-1 and KDR and was shown to block 
VEGF receptor mediated activation in tumor cells. Further, applicant presumes that a 
single VEGF antisense oligonucleotide would be sufficient, where it is known that there 
are many different isoforms of VEGF (see pg. 31 2 nd col. of Miao et al supplied by 
applicant 4/13/2006). 

Applicant also argues that as of the filing date of the present application, it was 
known that neurophilin-1 , which binds to VEGF, also mediates angiogenesis via its 
interaction with VEGF, referring to Exhibit A, submitted in the response filed 4/13/2006. 
According to applicant binding of VEGF to three different receptors may need to be 



Application/Control Number: 1 0/091 ,300 Page 4 

Art Unit: 1643 

blocked in order to get the same result as a single VEGF antisense. It is applicants 1 
position that such a multi-receptor approach undercuts any motivation to replace the 
VEGF antisense described by Ciardiello with a VEGF antibody described by Rockwell. 
This has been fully considered but is not found persuasive. Exhibit A, or more 
specifically, the art of Miao et al (Cancer and Metastasis Reviews, 19:29-37, 2000) and 
Soker et al (Cell, 92:735-745, March 20, 1998) with which applicant argues teach that 
there are many VEGF isoforms, VEGF121 and VEGFies being the most abundant 
isoforms and neuropilin-1 binds VEGFies, but not VEGF121 (Soker et al, abstract and pg. 
735, 2 nd col. and Miao et al pg. 31, 2 nd col. and pg. 32, 1 st col.). Further, Miao et al 
teach that endothelial cells expressing neuropilin-1 alone did not respond to either 
VEGF isoform, indicating that neuropilin-1 was not a signaling receptor for chemotaxis 
(see pg. 32, 1 st col.). However, the co-expression of VEGFR-2 and neuropilin-1 in 
endothelial cells enhanced VEGFies binding to VEGFR-2 and VEGFies mediated 
chemotaxis compared to endothelial cells expressing VEGFR-2 alone, suggesting that 
neuropilin-1 acts as a co-receptor for VEGFR-2 (see pg. 32, 1 st col. and Fig. 2). 
Therefore, given that neuropilin-1 does not independently bind VEGF and mediate 
angiogenesis, but acts as a co-receptor to enhance VEGFR-2 mediated activity 
(particularly Fig. 2 of Miao et al) and in view of the teachings of Rockwell, that 
monoclonal antibody DC101 cross-reacts with both human VEGF receptors (flk-1 and 
flt-1), blocking VEGF ligand binding with monoclonal antibody DC101 would inhibit all 
three receptors. 
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Applicant further states that Ciardiello mentions that antibodies against VEGF- 
specificflk-1/KDR is "a promising approach" and although Cardiello recognizes the use 
of antibodies, which would target VEGF after VEGF is produced, Ciardiello pursues a 
dual approach to reducing VEGF from even being produced by tumor cells comprising 
VEGF antisense and C225 (anti-EGFR antibody). Rockwell on the other hand 
describes antibodies that bind VEGFR and inhibit binding of VEGF to its receptor and 
that do not target the production of VEGF. This has been fully considered but is not 
found persuasive. Applicant is reminded that "[t]he prior art's mere disclosure of more 
than one alternative does not constitute a teaching away from any of these alternatives 
because such disclosure does not criticize, discredit, or otherwise discourage the 
solution claimed...." In re Fulton, 391 F.3d 1195, 1201, 73 USPQ2d 1141, 1146 (Fed. 
Cir. 2004). In fact, as pointed out by applicant Cardiello et al mentions that antibodies 
against the VEGF-specific flk-1/KDR is "a promising approach". The following is 
reiterated for applicants' convenience. Rockwell teaches that blocking or inhibiting 
ligand binding to the EGFR with an anti-EGFR antibody (monoclonal antibody 225 and 
C225 (chimeric version of antibody 225, also known as Erbitux®) inhibits tumor growth 
and blocking or inhibiting ligand binding to the VEGFR with monoclonal antibody DC101 
also inhibits tumor growth, which when considered in view of the teachings of Ciardiello, 
indicating that when the ligands for both EGFR and VEGFR are blocked or inhibited, the 
combination produces a synergistic tumor growth inhibitory effect. Thus, there is a clear 
suggestion that there would be an advantage to combining the anti-EGFR antibody with 
the anti-VEGFR antibody to achieve a synergistic tumor inhibitory effect that 
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significantly improves survival and almost complete suppression of tumor growth, 
whereas inhibition of ligand binding to EGFR alone or inhibition of ligand binding to 
VEGFR alone results in cytostatic and reversible growth-inhibitory effect according to 
Ciardiello. Applicant is reminded that the strongest rationale for combining references is 
a recognition, expressly or impliedly in the prior art or drawn from a convincing line of 
reasoning based on established scientific principles or legal precedent, that some 
advantage or expected beneficial result would have been produced by their 
combination. In re Sernaker, 702 F.2d 989, 994-95, 217 USPQ 1, 5-6 (Fed. Cir. 1983) 
(see MPEP 2144). 

For these reasons and those already of record the rejection is maintained. 

Conclusions 

5. No claim is allowed. 

6. This is a continued examination of applicant's earlier Application. All claims are 
drawn to the same invention claimed in the earlier application and could have been 
finally rejected on the grounds and art of record in the next Office action if they had 
been entered in the earlier application. Accordingly, THIS ACTION IS MADE FINAL 
even though it is a first action in this case. See MPEP § 706.07(b). Applicant is 
reminded of the extension of time policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action., In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
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mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no, however, event will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

7. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to David J. Blanchard whose telephone number is (571) 
272-0827. The examiner can normally be reached at Monday through Friday from 8:00 
AM to 6:00 PM, with alternate Fridays off. If attempts to reach the examiner by 
telephone are unsuccessful, the examiner's supervisor, Larry Helms, can be reached at 
(571 ) 272-0832. The official fax number for the organization where this application or 
proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.oov . Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-21 7-91 97 (toll-free). 

Respectfully, 
David J. Blanchard 

571-272-0827 / j , 




